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CPA, cyclophosphamide; IFM, ifosfamide; CDDP, cisplatin; CBDCA, carboplatin; L-PAM, melphalan;
VCR, vincristine; VP-16, etoposide; THP, pirarubicin; CPT-11, irinotecan; ACD, actinomycin D.
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Antitumor effects of irinotecan (CPT-11) against human
neuroblastoma and rhabdomyosarcoma xenografts in nude mice

Setsuko KANEKO?Y), Michio KANEKO

1) Department of Pediatric Surgery, Graduate School of Comprehensive Human Sciences, University of Tsukuba

Among 10 antitumor drugs, i e, cyclophosphamide, ifosfamide, cisplatin, carboplatin, melphalan,
vincristine, etoposide, pirarubicin, actinomycin D and irinotecan (CPT-11), a semisynthetic derivative of
camptothecin with topoisomerase I inhibitory activity, CPT-11 and cyclophosphamide were the most
effective against three human neuroblastoma and three childhood rhabdomyosarcoma xenografts in nude
mice when they were administered in conventional doses (LD50 x 1/3 per dose), three times at 4-day
intervals. Treatment with low-dose (LD50 X 1/30 per dose, 5.9 mg/kg/dose) CPT-11 daily for 14 or 20
days was significantly more effective against 5 xenografted tumors out of the 6 compared to intermittent
administration of conventional-dose CPT-11. Low-dose protracted CPT-11 administered without a long
resting period had the most successful antitumor activity. CPT-11 induced an acute diarrhea score of 1 in
approximately 80% of the mice at every injection, irrespective of the administered dose. However, no
CPT-11-induced delayed diarrhea was observed. The daily low-dose schedule of CPT-11 therapy caused
no substantial body weight loss nor reduced white blood cell count in mice.

Key Words: neuroblastoma, rhabdomyosarcoma, xenograft, CPT-11, antitumor effect
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